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By Cenified Mail — Re ceipt R CBER - 02 -013
And Facgimile Transmission
Warning Letter

Dan F. Ausman

Chlef Exacutive Officer

Irvine Regional Hospital and Medical Center
Tengt Heaith System

16200 Sand Canyoun Avenue

lrvine, California 92618

Dear Mr, Ausman:

During the period of April 5. 2001, and May 31 to June 14, 2001, Allen F. Mall, an
investigator with the Food and Drug Administration (FDA). conducted an inspection of
the Institutional Review Board (IRB) of irvine Regional Hospntal and Medical Center.
The purpose of this ingpection was 1o determine if the IRB's pracedures for the
protection of human subjects comply with FDA regulations, which are published in Title
21, ode of Federal Requlations (CFR), Parts 50 and $B. A1 the conclusion of the
inspection. a Form FDA 483, List of Inspectional Observations, was issued to the IRB
Chair, Dr. Lalita Pandit.

We have determined that the IRB violsted regulations goveming the composition,
operation. and responsibililies of Instiutional Review Boards as published under 21
CFR 50 and 56 (availaple at http://www, aceess.qno.gov/nara/cftindex.itmi). The
applicable provisions of the CFR are cited for each viclation listed below.

1, Failure to prepare, Maintain, and follow adequate written procedures for
conducting the revicw of research, including periodic review.
{21 CFR §§ 56.108(a) and 56.115(a)(6)).

A, The IRB's procedures, cantained in a document litled “STANDARD
PROCEDURES FOR REVIEW AND APPROVAL OF RESEARCH
PROTOCOLS INVOLVING HUMAN SUBJECTS," do not constitute
adequate wrilten procedures because the document does not describe in
detail the following: :
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B.

The document does not establish procedures to enable the IRB Lo
conduct the activities described in 56,108(a). including initial and
continuing review of research. Speclfically. the procedures do not
describe:

How many voting mambers make up the IRB,

How thg IRB members are selected, and their official duties and
responsibilities, including the roles of the Chair and "Ex-Officio”
members;

How controverted issues are decided;

How the IRB will consider research proposed by IRB members:
How the IRB will avoid conflict of interest in its reviews:

How the IRB will review adverse reaction reports;

How the IRB will review information distributed reiating to the
recruitment of subjects for studies approved by the IRB; and

« How the IRB will review proposed research and proposed consent
forms for information regarding the charging of study subjecls for
investigational products used in a clinical trial under an IND or IDE.

The procedures do not state how the IRB ensures that changes in
approved research will not be initiated without IRB review and
approval, and specifically do not address incorporating revisions to
proposed research and for notifying the full IRB of those revisions, and
how the IRB will assure that swdies “approved” pending modifications
are not initiatad before the |RB accepts the modified documents.

The IRB failed to follow its wriﬁén. p-roéedures for initial and continuing
review. The following examples are nol a complete list:

The IRB failed to send a "waming lefter” to Dr. Kenneth M. Tokita, and
later failed to terminate the study entitled

———a When he
failed 10 submil the required wrrtten quarterly status reports to the IRB.
Wriften procedures requiréd éwamlng letter and study termination
under these clrcunﬁstances k

The IRB failed to specify the frequency of progress reparts in the
approval not:ee dated .

.3

" Written
procedures requured the lRB to specn‘y the frequency of progress

. reports,

1

Pty
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2

The IRB failed to ensure that prograss reports contained all the
information reguired by page 6 of Appendix B 1o the written
procedures, to determine if a study should continue, be medified, or
terminated. For example, the minutes of 11/9/00 decument that the
(RB accepted a progress report for the study entitied * s————
that reported
Only the numbar of subjects enrolled, withdrawn, and explanted, while
omitting information requirad in Appendix B.

Failure to review proposed research at convened meetings at which a
majority of the members of the IRB are prasent, including at least one
nonscientific member. [21 CFR § 56.108(c)).

A IRB meeting minutes for 4/27/00 document the following two studies were
approved bv mail ballot instead of at a regularly convened meeting:

.
ave— —— .

B. The IRB did not establish a quorum t:

iii.

The 1/25/01 meetmg. when the IRB approved the new research
There were only three of nine Yoting members present at he
meeting.

The 11/9/00 meeting. when the IRB conducted continuing review of

the study ’
o There were only two of mne voting members present at

this meeung ’

‘

The 7/13/00 meeling, when conunulng review of studies and
amendments to protocols were presented, discussed. and approved.
The minutes fist only three voting IRB members present, and three
“Ex-Officio™ members. The IRB's list 8f members doas not include
“Ex-Officio" members nor do the written procedures describe the
selection, official duties, or voting rights of “Ex-Officia" members.

c. The IRB did not have a nonscientific member present during the meetings
held on 1/25/01 and 11/9/00 when new research propasals and conlinuing
review of studies were présentedto'and approved by the IRB.
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3. Failure to conduct continuing review of research at intcrvals appropriate to
the degree of risk, [21 CFR § 56.109(f]].

Due 10 the degree of risk associated with the siudy protocol entitied

e the
IF#B concluded that continuing review shouid be done on & quarterly basis for the
first year and bi-annually thereafter. There is no documentation of either
quarterly ar bi-annual review of this study being conducted by the IRB.

4, Failure to ensure that research is reviewed free from conflict of interest.
[41 GFR § 56.107(e)).

(RB members did nat always exclude themselves from deliberation and voling on
projects in which they were involvaed. For example, several IRB committee
mbers were directly involved in the swdv entitled

However, the meeting
minutes 1or 4/2//00 OchmmB members were present and that the
study was unammously approved by the IRB, There is no indication the IRB
mpmbers invoived in the study excluded themselves from voting on the project,

5. Failure to fulfill raquirements for expedited review. [21 CFR § 56.110(b)(1)].

Ar IRB may review certain reséarth usingian expedited review procedure only if
the research involves no more than minimal risk to subjecls. Meeting minutes for
7/13/00 document the 'IRB Chair mappmpnately uséd'the expedited review
pracess 0 approvethe parﬁclpatlorrofq G=year old child in the study pratocol
entitled

This protacol invalved mare than minimal-risk and the investigator's request was
10 waive certain prolocol requirements. Therefore the request should have been
brought befare the full IRB for review. ;

6. Failure to fulfill membership requirements. [21 CFR § 56.107{f).

The IRB allowed a non-member to vote oh'a proposed research project. The
IRB requested Dr. Malin Dolling#r, a rion-IRB member; to vote {via mail baliot) on
the proposed research protccol enterd —

The reGuisst Tetter dated November 22,
1899 smtes “Please rewew the enclosed prolocol before casting your vote.
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A

A

Failure to exercise authority to review and approve, require modification in,
disapprove all regsearch activities covered by the regulations.

CFR § 56.108(a)].

IRB practices are inadequate to assuré that new studies “approved”
pending modifications are not initiated or that ongoing studies are not
allowed to continue without submission and approval by the IRB of
modified documents.

The IRB does not review the proposed rasearch to assess whether the
study invoives charging subjects for investigationai products under FDA
jurisdiction. For exampie, the IRB approved ihe studv entitled

—~———
in which the clinical investigator was charging subjects $15,000 to
participate in the research, Tha study was submitted to FDA under an
IND and cost recovery was not authorized.

,,,,,,,

N
‘L J ‘v -y » 3 . -
Fajiure to determine and assure ihat risks suhjects are mirnmizea.

&

CFR § 56.111(a)(1) and:(6)}: "'+ ™

The IRB approved the study protocal enmled -_—
even though

the protoco) lacked the tollowing:specific study objectives and end-points,
specific inclusion and exclusion criteria (such as measurable or evaluable
disease at the lime of enroliment), stated parameters for subject
management and follow-up (such as how subjects will be monitored for
adverse evenis and dlsease status, “e—— P

:, clear stapping rules. and clear loxicly grading

criteria.

This stwudy was submitted to FDA uRder' an' IND and was rejectad for the
aforemenhtioned deficiencies. HoWever the IRB approved this study and
the associated informed gonsent document that lacks most of the major
required eleménts, as described in itern 8A. below.

Tne IRB reviewed and approved tha study entitled
yet the study procedures
were not consistent with sound research design and unnecessanly
exposed subjects 1o risk. This stdv enrolled 16 patients resulting in four

reported deaths,  'wid This
study, and ali other e e studies subrnitted
by Dr. Tokita, includes the = ———— —

——
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All of the IRB-approved = " study protocols
lack specific donor suitability requirements. The protocols refer to meeting
“Red Cross" standards, howsver, the questionnaire for the leukapheresis
<onsgnt form used for all the studms does not questicn the denor for high-
risk behavior or pObSIble expasure to hepatitis or malaria.

O

i

0.  During the meeting of September 28, 2000, the [RB discussed a reported
adverse reaction following » - that resulted in the
subject's death The meeting minutes list six “recommendetions® for
adjustments to the protocol, including the following: «

These “recommendations” are actally tmportant madlfications of the
clinical study, and a condition of continuing approval for the study.
However, there is no documentation in subsequent IRB meetling minutes
that confirm that the required formal report by Dr. Tokita and the protocol
modifications were made.

E. The IRB lacks 2 process for determining if a research acthvity involves an
‘ investigational praduct subject 1o FDA regulation.

cansent is in accordance with the provisions of 21 CFR §§ 50.20, 50.25, and

g. nglure 10 require that infarmation given to subjects as part of informed
27. [21 GFR § 56.109(b) and (¢)].

Tge IRB appraved consent forms that dld not meet the requirements of 21 CFR
50.20, 50.25 and 50.27. The consent forms submitted by Dr. Tokita with the
protocols entitled -,

~~——————— " are representative samples.

A‘ The consent forms lacked the following elements required by 21 CFR §§
60.25 and $0.27(b){1) {not a complete list):
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i. A statement concerning the expacted duration of participation in the
study.

il. The various procedures subjects would undergo. such as x-rays, MRIs.
scans, and multiple venipungctures.

iii. A description of the reasonably foreseeable risks and discomfons
associated with the procedures, including the risk of diseases
e ;, And those associated with

chemotherapy.

iv. A disclosure of appropriate alternative procedures or therapies that
might benefit the subject.

v. An explanation of whom to contact for answers to pertinent questions
about the research and research subject’s rights, and whom to contact
‘ in the event of a research-related injury to the subject.

vi. A statement indicaling that the procedure may include risks to the
embryo or fets if tha subject became pregnant during the study.

vii. A slaternent regarding additional costs to the subject that may result
frem participation in the research,

viii. A statement of the number bf“‘subjects involved in the study.

B. The IRB approved consent forms that contain technical language. medical
terminclogy. and impornant ccmcems that as currently worded are not
readily understandable by a layperson, theraby limiting a subject's abmty
in making a true informed consent.

— — —————2 __ 21 CFR § 50.20
requires that information in consent forms be written in language
understandable to the subject or representative.

C. The consent forms inaccurately describe benefits that could be reasonably
' expected from the research.. Examples include but are not limited to the
following. “It has bgen Easy and Relatively Safe;" .. to confirm a very
|  exciting and promising treatment™ " swnple modifications to the Pmject.
that have been proposed... -
“Follow up work at other cgnters...from a Donor...has
been very encouraging...:” and "Hopetully Cure my Cancer.”
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C. The consent forms contain exculpatory language that walves or appears
io waive the subject's iegal rights, and releases or appears to release the
clinical investigator and the institution from liability, despite the prohibition
against such exculpatory language contained in 21 CFR § 50.20.

Examples include but are not limited to the following. *l realize the
experimental nature of this project and agree there is no way to anticipate
problems, and therefore hold none of the physicians or haspital liable for
any problems that arise, as long as all their best efforts are expended in
my behalf."

E. The consent forms state "... copy of this form will be made available upon
request.” 21 CFR § 50.27(a) requires that a copy be gjven to the subjecl.

10. Fallure to prepare sufficiantly detailed meeting minutes.
[21 GFR Part § S6.115(a)(2)].

The minutes of the IRE meetings are not in sufficient detail 10 show all actions
taken by the IRB; the vote on those actions. including the number voting for,
against, and abstaining; the basis for requiring changes in or disapproving
research; and a writteq summary o{the‘lcontrqvened issues and their resolution.

(I

This tetter is ot intended to be an au-anclu‘sivé‘ list of deﬂcienéies

Prease notify this office in writing, within fifteen (15) business days of receipt of this
letter, of the actions you have taken or plan to take to bring the procedures of your IRB»
into compliance with FDA requirements. Please include a copy of any revised
dacuments. such as written procedures, with your respanse. ‘Any plans of action must
include projected completion dates for each aclion 10 be accomplished.

Your {ailure 1o adequately respond to this letter may result in further administrative
actions a% inst your IRB, as authorized by 21-CFR 56,120 ‘and 5§86.121. These aclions
include FDA prohibiting the approval by your IRB of new studies that are subject to
Pans 50 and 56 of the FDA regulations, prohibiting the admission of new subjects to
ongoing studies that are subject to 21 CFR Pans 50 and 56; terminating all ongoing
studics approved by your IRB, and initiating regulatory proceedings for disqualification
of your IRB.
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Fiease send your wiitten réesponse {0
Robert L. Weslay
Division of Inspections and Surveillance (HFM-664)
Office of Compliance and Biologics Quality
Cemer for Biologics Evaluation and Research
Food and Drug Administration
1401 Rockville Pike, Sufte 200N
Rockville, MD 20852-1488
Telephone:(301) 827-1948

We request that you send a copy of your response to the FDA office listsd below.

7l
T

Stever! A, Maslelio
Director

' Office of Compliance and Biolegics Quality
Center for Biologics Evaluation and Research

Cc: .

Alonza E. Cruse, Diractor

Food and Drug Administration
19900 MacArthur Blvd., Suite 300
Irvine, California 82612-2445

Michael Carome, M.D., Chief
Compliance Ovarsight Branch

Office for Human Research Protections
1101 Wooton Parkway, Suite 200
Rockville, Maryland 20852

Lalita Pandit, M.D., IRB Chair

Irvine Regional Hospital and Medical Center
16200 Sand Canyon Avenue

Irvine, California 92618



